Introduction: Maintenance of drug efficacy and safety over the long term is important to investigate for progressive conditions like type 2 diabetes mellitus (T2DM). This study aimed to evaluate whether efficacy of dapagliflozin added to glimepiride observed at 24 weeks was maintained at 48 weeks, and to provide further safety and tolerability data in patients with
INTRODUCTION
Sulfonylureas are commonly used in the medical management of type 2 diabetes mellitus (T2DM) after diet and exercise have failed; however, their long-term effectiveness is poor [1, 2] . Loss of efficacy with glucose-lowering agents over time, particularly with sulfonylureas, is a consequence of progressive worsening of diabetes, characterized by loss of b-cell function [3] .
Dapagliflozin, a competitive, reversible, and highly selective inhibitor of sodium-glucose co-transporter 2 (SGLT2), increases urinary glucose excretion and reduces hyperglycemia independently of insulin secretion or action [4] [5] [6] [7] . Thus, its efficacy is expected to be complementary to that of agents with insulin-dependent mechanisms of action. We previously published results from the first 24 weeks of a double-blind study in patients with T2DM inadequately controlled on sulfonylurea monotherapy, which showed that dapagliflozin added to glimepiride significantly reduced glycated hemoglobin (HbA 1c ), fasting plasma glucose (FPG), post-challenge plasma glucose, and weight compared with placebo added to glimepiride [8] . When considering newer, insulin-independent treatments such as the SGLT2 inhibitor, dapagliflozin, maintenance of efficacy achieved in the short-term over a longer period of time is important to establish, particularly for chronic, progressive conditions such as T2DM
where some conventional, insulin-dependent therapies are associated with loss of efficacy over time [2, 9] .
The objectives of the present analysis were to evaluate whether efficacy of dapagliflozin at 24 weeks was maintained after 48 weeks of treatment and to provide further safety and tolerability data with dapagliflozin.
MATERIALS AND METHODS

Patients
Patients aged C18 years with inadequately controlled T2DM (defined as HbA 1c C7.0% and B10.0%), and who were receiving a stable dose of sulfonylurea monotherapy at a level of at least half the maximum recommended dose for at least 8 weeks prior to enrollment, were eligible for inclusion. In view of the observation that the glucose-lowering effects of sulfonylureas start to reach a plateau at half-maximal doses, and higher doses are not recommended because of excessive risk of hypoglycemia [2] , the patients included in this study were highly likely to have been exposed to a maximally effective dose of glimepiride. In addition, patients had to have an FPG B15 mmol/L and fasting C-peptide C0.33 nmol/L.
Study Design
This was a 48-week randomized, double-blind, parallel-group, placebo-controlled, phase III trial that included a 24-week double-blind, short-term treatment period with a 24-week with adjustment for baseline value. Patients with missing data were included in these analyses and considered non-responders. The Kaplan-Meier method was used to analyze time to onset of rescue therapy for failing to achieve prespecified glycemic targets or patient discontinuation due to poor glycemic control.
Efficacy analyses exclude data after rescue, unless otherwise stated. Safety analyses include data after rescue. Definitions of the full analysis set and safety analysis set and sample size calculations were as previously published [8] . Safety data were summarized with the safety analysis set using descriptive statistics.
RESULTS
Patients
Detailed demographic and clinical characteristics at baseline were previously reported and balanced across the treatment groups [8] . Key baseline characteristics are summarized in Table 1 
Efficacy Variables
Adjusted mean changes in HbA 1c from baseline at 48 weeks after dapagliflozin 2.5, 5, and 10 mg were added to glimepiride were -0.41 (95% CI -0.56, -0.26), -0.56 (95% CI -0.71, -0.41), and -0.73 percentage points (95% CI -0.87, -0.59), respectively, versus -0.04 percentage points (95% CI -0.21, 0.14) in the placebo plus glimepiride group (excluding data after rescue therapy; Fig. 1a ). Differences between the dapagliflozin and placebo groups were statistically significant at 24 weeks [8] and were maintained at 48 weeks with placebocorrected reductions of -0.37 percentage points (95% CI -0.60, -0.14) in the dapagliflozin 2.5-mg group, -0.53 percentage points (95% CI -0.75, -0.30) in the 5-mg group, and -0.70 percentage points (95% CI -0.92, -0.47) in the 10-mg group. In analyses that included data after rescue therapy, HbA 1c changes with dapagliflozin added to glimepiride were similar (Supplementary Figure S2 Table S1 in the ESM).
The proportion of patients achieving an
HbA 1c \7.0% or \6.5% was significantly increased with dapagliflozin 5 and 10 mg versus placebo at 24 weeks [8] . This was maintained at week 48, with the proportions of patients achieving an HbA 1c \7.0% higher in Dapagliflozin produced sustained reductions in body weight of up to 2.41 kg at 48 weeks in the 10-mg group (Fig. 1c ). Adjusted mean changes in body weight from baseline at 48 weeks after dapagliflozin 2.5, 5, and 10 mg were added to glimepiride were -1.36 (95% CI -1.94, -0.79), -1.54 (95% CI -2.11, -0.96), and -2.41 kg (95% CI -2.95, -1.87), respectively, versus -0.77 kg (95% CI -1.43, -0.12) in the placebo plus glimepiride group (excluding data after rescue therapy). The differences between the dapagliflozin 5-and 10-mg groups and the placebo group were statistically significant at 24 weeks [8] ; and the difference in the dapagliflozin 10-mg group was maintained at 48 weeks with a placebo-corrected reduction of -1.64 kg (95% CI -2.48, -0.79).
Overall, fewer patients in the dapagliflozin 2.5-, 5-, and 10-mg groups discontinued or received rescue medication due to poor glycemic control over 48 weeks (32.5%, 29.6%, and 17.9%, respectively) compared with the placebo group (53.1%). The probability of discontinuation or rescue was lower in the dapagliflozin groups compared with the placebo group over the entire study period ( Fig. 2 ). Only 7 patients were discontinued due to lack of efficacy: 3 in the placebo group Table S2 in the ESM). Fasting C-peptide at baseline was above the normal reference range (0.17-0.83 nmol/L) across all groups ( Supplementary Table  S2 ); levels were reduced with dapagliflozin at
week 24 and to a greater extent at week 48.
Fasting C-peptide at week 48 was reduced by -0.09 (95% CI -0.15, -0.03), -0.10 (95% CI Fig. 2 Probability of rescue therapy for failing to achieve prespecified glycemic targets or of discontinuation because of poor glycemic control over time. Symbols represent censored observations. Progressively more stringent glycemic levels for defining inadequate glycemic control and hence eligibility for rescue therapy were a Central laboratory FPG (confirmed on a second measurement within 3-5 days) [ 
Safety and Tolerability
AEs and AEs leading to study discontinuation were balanced across the treatment groups ( Table 2 ). The frequencies of serious AEs and AEs reported as drug-related were higher in the dapagliflozin groups compared with the placebo group (Table 2) .
Serious AEs led to discontinuation of study medication in eight patients [\2.2% of patients in each treatment group (Table 2) ]: three in the placebo group (syncope, pulmonary edema, and multiple stenosis of the coronary arteries), three in the dapagliflozin 2.5-mg group (neutropenic fever, chronic lymphatic leukemia, and gastroduodenitis), one in the dapagliflozin 5-mg group (decompensation of diabetes mellitus), and one in the dapagliflozin 10-mg group (stroke). Three deaths were reported, which were assessed as not related to study treatment. These included two deaths [1 in the dapagliflozin 2.5-mg group (cardiopulmonary arrest) and 1 in the 10-mg group (pulmonary embolism after ischemic stroke in a patient with a history of aortic valve replacement)] that occurred during the short-term period and have been previously described [8] . During the extension period, a 66-year-old male patient in the dapagliflozin 2.5-mg group died of an acute myocardial infarction.
Hypoglycemic events were reported more frequently in the dapagliflozin groups (9.7-11.3%) than in the placebo group (6.8%). However, no patients were discontinued due to hypoglycemia ( Table 2) , and most patients experienced their first event during the first 24 weeks of treatment (Supplementary Figure S4 in the ESM; excluding data after rescue, but potential downtitration/discontinuation of glimepiride should be taken into account when interpreting these results). There was only one major episode of hypoglycemia reported (dapagliflozin 2.5-mg group).
Events suggestive of vulvovaginitis, balanitis, and related genital infection were more frequently reported in all dapagliflozin groups compared with placebo, and their frequency increased with increasing dapagliflozin dose ( Table 2 ). The majority of these patients were females, with most reporting the first event during the short-term period (Fig. 3a) . Events suggestive of UTI were reported at similar rates across all treatment groups (Table 2) , and most patients reported the first event during the short-term period (Fig. 3b ). No kidney infections were reported. All of the events suggestive of genital infections or UTIs were of mild or moderate intensity, and only 1 patient receiving dapagliflozin 10 mg discontinued the study due to an AE suggestive of UTI. Cultures were obtained only in a proportion of cases;
thus, not all reports represented confirmed infections. Nevertheless, the majority of these events were treated with antimicrobial agents.
For events suggestive of genital infection, 0 out of a total of 2 events in the placebo group and 29 out of a total of 40 events across the dapagliflozin groups were treated; repeated treatment because of inadequate response was 
N is the number of patients in the safety analysis set and includes data after rescue therapy AE adverse event, MedDRA Medical Dictionary for Regulatory Activities, SAE serious adverse event, UTI Urinary tract infection a Events with certain, probable, possible, or unknown relation to study drug were deemed to be drug-related AEs b No SAE was assessed as drug-related c Based on definitive Medical Dictionary for Regulatory Activities preferred terms d None led to study discontinuation e Includes hypoglycemic events with onset on or after the first date of double-blind treatment, and on or prior to the last day of short-term or long-term double-blind treatment, plus 4 days or up to end of treatment visit if earlier. Major episode defined as a symptomatic episode requiring external (third party) assistance due to severe impairment in consciousness or behavior with a capillary or plasma glucose value\3 mmol/L and prompt recovery after glucose or glucagon administration. Minor episode defined as either a symptomatic episode with a capillary or plasma glucose measurement \3.5 mmol/L, regardless of need for external assistance, or an asymptomatic capillary or plasma glucose measurement \3.5 mmol/L that did not qualify as a major episode. Other episodes of hypoglycemia defined as suggestive episode reported but not meeting the criteria for major or minor episodes f Events suggestive of genital infection or UTI were identified in the database using the prespecified lists of preferred terms. These events included signs, symptoms, and other reports suggestive of genital infection or UTI, as well as definitive terms for genital infection or UTI g One patient discontinued the study h These events were also identified in the database using prespecified lists of preferred terms, which also included, for example, laboratory values such as serum creatinine i Two renal impairment and one renal failure j Renal impairment k Obstructive uropathy rarely required across the dapagliflozin groups (4/40 Table S3 in the ESM).
Overall, changes in clinical laboratory parameters from baseline to week 48 were small in magnitude. There were small mean increases in hematocrit (2.26-2.53%) in the dapagliflozin groups that were not associated with thromboembolic AEs. A small increase in blood urea nitrogen (0.39-0.68 mmol/L) in the dapagliflozin groups was not associated with any worsening of renal function as evidenced Table S4 in the ESM).
DISCUSSION
The present study showed that the glycemic efficacy of dapagliflozin appeared to be dose dependent. The glycemic effect of dapagliflozin versus placebo was evident at the first study visit; a sustained, clinically meaningful effect was demonstrated from 12 to 48 weeks in the dapagliflozin 5-mg group and from 8 to 48 weeks in the 10-mg group. Moreover, the placebo-corrected reductions in HbA 1c demonstrated with all dapagliflozin doses at 24 weeks [8] were maintained over 48 weeks. In addition to these changes in HbA 1c , dapagliflozin treatment was associated with sustained improvements in FPG over 48 weeks and reductions in postprandial plasma glucose rise in response to an OGTT at 24 weeks [8] and 48 weeks.
The proportion of patients requiring rescue medication or discontinuing due to lack of glycemic control was lower in the dapagliflozin groups compared with placebo, with markedly greater differences seen between the dapagliflozin and placebo groups at the end of the extension period than were noted at the end of the short-term period [8] . A sharp increase in the probability of rescue or discontinuation due to lack of glycemic control was evident after week 32 in all treatment groups (Fig. 2) , which can be explained by the change in criteria for rescue therapy from an FPG [11.0 mmol/L during the short-term treatment period to an HbA 1c C8.0% during the extension period.
Regarding additional clinical benefits with dapagliflozin treatment, sustained reductions in body weight and SBP were noted over 48 weeks, consistent with findings observed in other clinical studies of dapagliflozin [11] [12] [13] . Owing to the insulin-dependent mechanism of action of sulfonylureas, these agents are often associated with weight gain [14] . The addition of dapagliflozin to sulfonylurea therapy has the potential, therefore, to not only improve glycemic efficacy, but also to mitigate sulfonylurea-associated weight gain.
Reductions in SBP have been shown to reduce the incidence of cardiovascular events in patients with hypertension [15, 16] and in patients with T2DM [17, 18] , the majority of whom also have hypertension [19, 20] . Whether the modest reductions in SBP observed with dapagliflozin therapy translate into longer-term reductions in cardiovascular risk await results from the prospective DECLARE study (Clinicaltrials.gov #NCT01730534) [21] .
Overall, dapagliflozin was well tolerated. Although hypoglycemic events were more frequently reported in patients treated with dapagliflozin than with placebo, most first events occurred within the first 24 weeks of treatment. An increase in such events is commonly observed when glucose-lowering therapies with a low intrinsic potential to cause hypoglycemia are added to sulfonylurea therapy [22] .
A higher proportion of patients treated with dapagliflozin (mostly female) reported events suggestive of vulvovaginitis, balanitis, and related genital infection compared with placebo. Although patients with diabetes are at increased risk of common infections, including genital infections [23] [24] [25] [26] [27] , an increase in rates of events suggestive of genital infection has been consistently reported in clinical studies of dapagliflozin and canagliflozin [28] [29] [30] [31] . Most of these events occurred during the first 24 weeks, were of mild or moderate intensity, responded to routine management, and rarely led to study discontinuation. Events suggestive of UTI occurred in similar proportions of patients in the dapagliflozin and placebo groups, in line with similar findings of other SGLT2 inhibitor therapies in patients with T2DM [32] . Findings reported in the present study were also similar to pooled analyses of 12 randomized, placebo-controlled trials of dapagliflozin as monotherapy or add-on therapy, which assessed the occurrence of genital infections and UTIs over 24 weeks [33, 34] . These pooled analyses also demonstrated that when actual clinical diagnoses of genital infections and UTIs (as opposed to events suggestive of) were considered, the proportions of patients with an event decreased across groups.
No deterioration of renal function was noted in the dapagliflozin groups. Although dapagliflozin was associated with modest rises in hematocrit and blood urea nitrogen, there were no changes in serum creatinine, creatinine clearance, estimated glomerular filtration rate, or serum cystatin-C ( Supplementary Table S3 ).
Furthermore, there was no increase in the proportions of patients experiencing AEs of renal impairment/failure, or AEs of hypotension/dehydration/hypovolemia ( Table 2 ).
The decrease from baseline in fasting C-peptide to near normal levels observed with dapagliflozin in this study is interesting, given suggestions that high levels may be a marker for hyperinsulinemia and insulin resistance [32] .
Theoretically, as the mechanism of action of dapagliflozin is independent of insulin secretion, the reduction in fasting C-peptide observed with treatment may be a result of reduced stress on b-cells, which may ultimately improve b-cell function over the long term. Indeed, a recent, small-scale study of 11 patients with T2DM demonstrated that lowering plasma glucose concentration with dapagliflozin improved insulin resistance and b-cell function [35] . Further in-depth investigation, outside the scope of the present study, is required to comprehensively examine SGLT2-facilitated relief of glucotoxicity in a clinical setting.
In our study, the proportion of patients with neoplasms (benign, malignant, and unspecified) was fractionally higher in the dapagliflozin groups compared with placebo, but no apparent anatomical pattern was noted.
An analysis of [4,500 patients included in the dapagliflozin phase IIb/III database has indicated that overall incidence rates for malignant and unspecified tumors (per 100 patient-years) were similar for dapagliflozin (1.34) versus control treatments (1.39) [36] . However, trends in specific malignancies will continue to be evaluated in further observational and randomized clinical studies.
Limitations of the study design have been published previously [8] . Although excluding data after rescue therapy allows changes attributable to the investigational treatment to be evaluated (Fig. 1a) , the progressive loss of patient numbers from the analysis limits the confidence of these findings. Display of all patient data, including after rescue therapy (Supplementary Figure S2) , shows that a high number of patients completed the study.
Although including all treated patients comes closer to actual clinical practice, interpretation of the results is confounded by changes in HbA 1c and other variables consequent to the addition of rescue medication. We have reported both analyses to evaluate the robustness of dapagliflozin treatment effects and found that the adjusted mean changes from baseline in HbA 1c were similar between the two analytic strategies.
